8/11/04 



Uploading C:\Stnexp4 corrupted\QUERIES\l0663 124 . str 
L4 STRUCTURE UPLOADED 

= > d 14 

L4 HAS NO ANSWERS 
L4 STR 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

Structure attributes must be viewed using STN Express query preparation. 



= > s 14 

SAMPLE SEARCH INITIATED 18:01:30 FILE ' REGISTRY 1 
SAMPLE SCREEN SEARCH COMPLETED - 142 6 TO ITERATE 

70.1% PROCESSED 1000 ITERATIONS 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



2 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS : 
PROJECTED ANSWERS : 



ONL INE * * COMPLETE * * 
BATCH * * COMPLETE * * 

26255 TO 30785 
2 TO 158 



L5 



2 SEA SSS SAM L4 



=> s 14 ful 

FULL SEARCH INITIATED 18:01:34 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 2 7190 TO ITERATE 

100.0% PROCESSED 27190 ITERATIONS 
SEARCH TIME: 00.00.01 



10 ANSWERS 



L6 



10 SEA SSS FUL L4 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
155.42 

SINCE FILE 
ENTRY 
0.00 



FILE 'CAPLUS' ENTERED AT 18:01:39 ON 11 AUG 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT . 

PLEASE SEE "HELP USAGETERMS » FOR DETAILS. 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 



TOTAL 
SESSION 
324 .46 

TOTAL 
SESSION 
-1.47 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 



10/663124 



8/11/04 



of this information, without the prior written consent of CAS , is 
strictly prohibited. 

FILE COVERS 1907 - 11 Aug 2004 VOL 141 ISS 7 
FILE LAST UPDATED: 10 Aug 2004 (20040810/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



= > s 16 

L7 2 L6 

=> d abs bib fhitstr 1-2 

L7 ANSWER 1 OF 2 CAPLUS COPYRIGHT 2 0 04 ACS on STN 
GI 




AB The invention relates to compds . I and their (in) organic acid salts, solvates 
and/or hydrates [wherein: X = NR2 or CHR2 ; Ar = Ph mono- or disubstituted 
by halo or CI -3 alkyl; Rl = CI, Br, CI -3 alkyl, or CF3 ; R2 = CR3R4CONR5R6 ; . 
R3, R4 = Me, Et, n-Pr, Bu; or CR3R4 forms C3-6 cycloalkyl; R5, R6 = H, 
Cl-3 alkyl; or NR5R6 = azetidin-l-yl , pyrrolidin- 1-yl , piperidin- 1-yl , 
morpholin-4-yl, thiomorpholin-4 -yl , or perhydroazepin-l-yl] . The compds. 
exhibit a high affinity and high selectivity with respect to human NK1 
receptors of substance P. The compds. are also orally active and 
demonstrate passage of the blood-brain barrier. The invention also 
relates to a method for production of I, intermediates useful in their 

production, 

pharmaceutical compns . containing them, and their use in the production of 
medicaments to treat all pathologies involving substance P and human NK1 
receptors. Syntheses of 22 examples and a variety of intermediates are 
described. For instance, amidation of 3 , 5 -dimethylphenylacetic acid with 
the (-) -isomer of 3- (3 , 4 -dichlorophenyl ) -3 - (2 -hydroxy ethyl) piperidine, 
followed by Swern oxidation of the ale. to an aldehyde, and reductive 
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amination of this with 2 - (piperidin-4 -yl) isobutyramide-HCl , gave title 
compound ( - ) - II . HC1 . H20 . Compds . I inhibited binding of substance P to 
human NK1 receptors in vitro with a Ki of approx. 10-11M, vs. 10-8M for 
NK2 receptors and 10-7 for NK3 receptors. 

AN 2000:573786 CAPLUS 

DN 133:177101 

TI 1- [2- [1- (Phenylacetyl) -3 -phenyl-3 -piperidyl] ethyl ] piperidine derivatives, 

method for the production thereof, and pharmaceutical compositions 

containing them as NK1 receptor antagonists 
IN Ducoux, Jean Philippe; Emonds-Alt, Xavier; Gueule, Patrick; Proietto, 

Vincenzo 
PA Sanof i-Synthelabo, Fr. 
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(drug candidate; preparation of [[ (phenylacetyl) phenylpiperidyl] ethyl] piperi 
dine derivs. as NK1 receptor antagonists) 
RN 288378-97-2 CAPLUS 

CN 1-Piperazineacetamide, 4- [2- [3- ( 3 , 4 -dichlorophenyl ) -1- [ (3,5- 
dimethylphenyl) acetyl] -3 -piperidinyl] ethyl] -a, a-dimethyl- , 
dihydrochloride, (-)- (9CI) (CA INDEX NAME) 

Rotation (-) . 
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L7 ANSWER 2 OF 2 CAPLUS COPYRIGHT 2 0 04 ACS on STN 

AB To rapidly gain information on structure-activity relation (SAR) 

requirements of the human neurokinin 3 (hNK-3) receptor antagonist SR 
142801, an indexed combinatorial library was synthesized in solution and 
screened on the hNK-3 receptor. SAR considerations drawn from binding 
affinity of combinatorial mixts. were confirmed through the synthesis and 
biol . evaluation of some individual compds . 

AN 1999:74 5214 CAPLUS 

DN 132:131772 

TI Investigation of SAR requirements of SR 142801 through an indexed 

combinatorial library in solution 
AU Raveglia, Luca F.; Vitali, Mauro; Artico, Marco; Graziani, Davide; Hay, 

Douglas W. P.; Luttmann, Mark A.; Mena, Renzo; Pifferi, Giorgio; Giardina, 

Giuseppe A. M. 

CS Department of Medicinal Chemistry, SmithKline Beecham S.p.A., Milan, 
20021, Italy 

SO European Journal of Medicinal Chemistry (1999), 34(10), 825-835 

CODEN: EJMCA5; ISSN: 0223-5234 
PB Editions Scientif iques et Medicales Elsevier 
DT Journal 
LA English 
IT 256497-35-5P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(structure-activity relation requirements of SR 142801 as neurokinin 3 
receptor antagonists through indexed combinatorial library in solution) 
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CN Piperidine, 3- (3 , 4 -dichlorophenyl) -3- [3- [4- [2-oxo-2- ( 1-pyrrolidinyl ) ethyl] - 
1-piperazinyl] propyl] -1- (phenylacetyl) - , dihydrochloride (9CI) (CA INDEX 
NAME) 
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Abstract 

To rapidly gain information on structure-activity relationship (SAR) requirements of the 
human neurokinin 3 (hNK-3) receptor antagonist SR 142801, an indexed combinatorial 
library was synthesised in solution and screened on the hNK-3 receptor. SAR considerations 
drawn from binding affinity of combinatorial mixtures were confirmed through the synthesis 
and biological evaluation of some individual compounds. 

Author Keywords: tachykinins; neurokinin 3 receptor antagonists; combinatorial chemistry; 
indexed libraries; structure-activity relationships 

Further Reading 

[14]. (a) Calculated utilising the average molecular weight, (b) Calculated as the sum of the 
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areas of the seven peaks of the LC/UV chromatogram, attributed by LC/MS to the seven 
compounds forming each mixture. 
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